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Confirmatory Study CodeBreaK 200 
Demonstrates Clinical Benefit of Sotorasib

CodeBreaK 100
PHASE 2

Global, 

single-arm trial 
in patients with KRAS p.G12C-mutated 

locally advanced or metastatic NSCLC 

who have received 

at least 1 prior systemic therapy

Sotorasib

N=126

ACCELERATED APPROVAL

KRAS p.G12C=KRAS gene with a mutation resulting in a G12C amino acid substitution at the protein level; 

NSCLC = Non-Small Cell Lung Cancer
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Confirmatory Study CodeBreaK 200 
Demonstrates Clinical Benefit of Sotorasib

CodeBreaK 100
PHASE 2

Global, 

single-arm trial 
in patients with KRAS p.G12C-mutated 

locally advanced or metastatic NSCLC 

who have received 

at least 1 prior systemic therapy

Sotorasib

N=126

ACCELERATED APPROVAL

CodeBreaK 200
PHASE 3

Global, 

randomized controlled trial 
in patients with KRAS p.G12C-mutated 

locally advanced or metastatic NSCLC 

who have received 

at least 1 prior systemic therapy

Sotorasib vs Docetaxel

N=345

CONFIRMATORY STUDY

KRAS p.G12C=KRAS gene with a mutation resulting in a G12C amino acid substitution at the protein level; 

NSCLC = Non-Small Cell Lung Cancer
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Sotorasib Selectively Inhibits KRASG12C Mutant Protein

1. Nassar AF, et al. N Engl J. Med. 2021;384:185-187.

1 in 8 patients (13%)

with lung 

adenocarcinomas 

have a KRAS p.G12C 

mutation1

KRAS p.G12C

Mutation

13%
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ÅKRAS p.G12C is a single point driver 
mutation

ÅSotorasib covalently binds to 
mutated KRASG12C protein 

Locks protein in an inactive state 

Inhibits tumor cell growth

Sotorasib Selectively Inhibits KRASG12C Mutant Protein

1. Nassar AF, et al. N Engl J. Med. 2021;384:185-187.

1 in 8 patients (13%)

with lung 

adenocarcinomas 

have a KRAS p.G12C 

mutation1

KRAS p.G12C

Mutation

13%
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Design of CodeBreaK 200 Evolved in Response 
to Emerging Data from CodeBreaK 100

PFS=progression-free survival, BICR=blinded independent central review, OS=overall survival, 

ORR=objective response rate, PROs=patient reported outcomes

PRIMARY 
ENDPOINT

KEY SECONDARY 
ENDPOINTS

ORR, PROsby BICR

OS

Sotorasib 960 mg oral daily

N~325

Docetaxel 75 mg/m2 IV Q3W

N~325

R 1:1N~650
PFS
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Design of CodeBreaK 200 Evolved in Response 
to Emerging Data from CodeBreaK 100

OS

ORR, PROs

PRIMARY 
ENDPOINT

KEY SECONDARY 
ENDPOINTS

Sotorasib 960 mg oral daily

N~325

Docetaxel 75 mg/m2 IV Q3W

N~325

R 1:1N~650

N~330 R 1:1

Sotorasib 960 mg oral daily

N~165

Docetaxel 75 mg/m2 IV Q3W

N~165

ORR, PROs

OSPFS

by BICR

PFS

Amendment maintained adequate power for PFS but not OS

by BICR

PFS=progression-free survival, BICR=blinded independent central review, OS=overall survival, 

ORR=objective response rate, PROs=patient reported outcomes
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Design of CodeBreaK 200 Evolved in Response 
to Emerging Data from CodeBreaK 100

Crossover

Sotorasib

Amendment maintained adequate power for PFS but not OS

OS

ORR, PROs

PRIMARY 
ENDPOINT

KEY SECONDARY 
ENDPOINTS

Sotorasib 960 mg oral daily

N~325

Docetaxel 75 mg/m2 IV Q3W

N~325

R 1:1N~650

N~330 R 1:1

Sotorasib 960 mg oral daily

N~165

Docetaxel 75 mg/m2 IV Q3W

N~165

ORR, PROs

OSPFS

by BICR

PFS

by BICR

PFS=progression-free survival, BICR=blinded independent central review, OS=overall survival, 

ORR=objective response rate, PROs=patient reported outcomes
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What You Will Hear Today 

Sotorasib improved progression-free survival 
over docetaxel and resulted in rapid and durable 
tumor response

Efficacy
Bhakti Mehta, MD, MPH
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Sotorasib exhibits a differentiated safety profile 
as compared to docetaxel

Risks are well characterized and manageableOsa Eisele, MD, MPH

Safety
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What You Will Hear Today 

Sotorasib improved progression-free survival 
over docetaxel and resulted in rapid and durable 
tumor response

Efficacy
Bhakti Mehta, MD, MPH

Sotorasib exhibits a differentiated safety profile 
as compared to docetaxel

Risks are well characterized and manageableOsa Eisele, MD, MPH

Safety

CodeBreaK 200 can be reliably interpreted to confirm 
the clinical benefit of sotorasib

Reliability
Gregory Friberg, MD

Sotorasib provides an important targeted treatment 
option for patients with NSCLC who have received
prior systemic therapyMelissa Johnson, MD

Clinical Perspective
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Additional Subject Matter Expert

Gary Koch, PhD
Professor, Department of Biostatistics; Director, Biometric Consulting Laboratory
University of North Carolina at Chapel Hill
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Efficacy

Executive Medical Director, Global Clinical Development
Amgen Inc.

Bhakti Mehta, MD, MPH
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R 1:1

N=345

CodeBreaK 200 Phase 3 Study Design

Primary Endpoint: PFS by Blinded Independent Central Review

Secondary Endpoints: Efficacy (OS, ORR, DOR, TTR, DCR), PROs, safety/tolerability

Sotorasib 960 mg oral daily

N=171

Docetaxel 75 mg/m2 IV Q3W

N=174

ÅKRAS p.G12C mutation

ÅAdvanced NSCLC

ÅÓ1 prior treatment including platinum-based 

chemotherapy and checkpoint inhibitor

ÅNo active brain metastases

ÅECOG Ò1

ÅPrior lines of therapy (1 vs 2 vs >2)

ÅRace (Asian vs non-Asian)

ÅHistory of CNS involvement (yes vs no)

Key Eligibility 

Criteria

Stratification 

Factors

ECOG=Eastern Cooperative Oncology Group; CNS=central nervous system; DOR=duration of response; TTR=time to response; DCR=disease control rate
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Patient Disposition

Sotorasib
N=171

Docetaxel
N=174

Did not receive docetaxel
n=23 (13%)

Did not receive sotorasib
n=2 (1%)

Treated: N=169 (99%) Treated: N=151 (87%)

Data cutoff: 02 August 2022 (Primary Analysis), 148 centers in 22 countries
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Patient Disposition

Sotorasib
N=171

Docetaxel
N=174

Discontinued sotorasib:
n=147

Å Disease progression, n=103
Å Adverse events, n=29
Å Other, n=15

Discontinued docetaxel:
n=144

Å Disease progression, n=95
Å Adverse events, n=25
Å Other, n=24

Did not receive docetaxel
n=23 (13%)

Did not receive sotorasib
n=2 (1%)

Treated: N=169 (99%) Treated: N=151 (87%)

Data cutoff: 02 August 2022 (Primary Analysis), 148 centers in 22 countries
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Patient Disposition

Sotorasib
N=171

Docetaxel
N=174

Discontinued sotorasib:
n=147

Å Disease progression, n=103
Å Adverse events, n=29
Å Other, n=15

Still on sotorasib: n=22 (13%)

Discontinued docetaxel:
n=144

Å Disease progression, n=95
Å Adverse events, n=25
Å Other, n=24

Still on docetaxel: n=7 (4%)

Did not receive docetaxel
n=23 (13%)

Did not receive sotorasib
n=2 (1%)

Treated: N=169 (99%) Treated: N=151 (87%)

Data cutoff: 02 August 2022 (Primary Analysis), 148 centers in 22 countries
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Patient Disposition

Å Crossed over to sotorasib per 
protocol, n=46 (26%)

Å Received subsequent sotorasib 
off protocol, n=13 (7%)

Sotorasib
N=171

Docetaxel
N=174

Discontinued sotorasib:
n=147

Å Disease progression, n=103
Å Adverse events, n=29
Å Other, n=15

Still on sotorasib: n=22 (13%)

Discontinued docetaxel:
n=144

Å Disease progression, n=95
Å Adverse events, n=25
Å Other, n=24

Still on docetaxel: n=7 (4%)

Did not receive docetaxel
n=23 (13%)

Did not receive sotorasib
n=2 (1%)

Treated: N=169 (99%) Treated: N=151 (87%)

Data cutoff: 02 August 2022 (Primary Analysis), 148 centers in 22 countries
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Baseline Characteristics: Well Balanced

Sotorasib 

960 mg Oral Daily

N=171

Docetaxel

75 mg/m2 IV Q3W

N=174

Age, years, median (range) 64 (32, 88) 64 (35, 87)

North America/Europe/Other, % 12 / 74 / 15 13 / 72 / 15

Smoking history (current or former), n (%) 166 (97) 166 (95)

ECOG performance status 1, n (%) 112 (65) 115 (66)

History of CNS involvement, n (%) 58 (34) 60 (34)

Liver metastasis, n (%) 30 (18) 35 (20)

Prior lines of therapy, n (%)

 1 77 (45) 78 (45)

 2 65 (38) 69 (40)

 >2 29 (17) 27 (16)
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Primary Endpoint Met ï PFS by BICR
Sotorasib Reduces Risk of Progression or Death by 34%

.

Months from Randomization

Median study follow-up: 17.7 months

Sotorasib
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Primary Endpoint Met ï PFS by BICR
Sotorasib Reduces Risk of Progression or Death by 34%

.

Sotorasib 
N=171

Docetaxel
N=174

HR (95% CI) 0.66 (0.51, 0.86)

p-value (2-sided) p = 0.003
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Subgroup

Patients, n

Sotorasib Docetaxel HR (95%CI)

All randomized patients 171 174 0.66 (0.51, 0.86)

Age at baseline, yrs
<65 91 95 0.68 (0.48, 0.96)

Ó65 80 79 0.64 (0.41, 0.99)

Sex
Male 109 95 0.56 (0.39, 0.80)

Female 62 79 0.69 (0.45, 1.08)

Region

North America 20 22 0.49 (0.21, 1.13)

Europe 126 126 0.68 (0.50, 0.92)

Other 25 26 0.47 (0.20, 1.09)

Race
Asian 21 22 0.33 (0.14, 0.80)

Non-Asian 149 151 0.71 (0.54, 0.95)

Baseline ECOG status
0 59 59 0.63 (0.38, 1.05)

1 112 115 0.61 (0.44, 0.84)

Number of prior lines 

in advanced disease

1 77 78 0.70 (0.47, 1.04)

2 65 69 0.61 (0.40, 0.92)

>2 29 27 0.74 (0.37, 1.46)

History of 

CNS involvement

Yes 58 60 0.53 (0.34, 0.82)

No 113 114 0.74 (0.53, 1.03)

Liver metastasis
Yes 30 35 0.47 (0.26, 0.85)

No 141 139 0.67 (0.49, 0.90)

0.1 1 10

PFS Primary Analyses 
PFS Results Favor Sotorasib Across All Key Subgroups

Favors Sotorasib Favors Docetaxel
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Data cut-off date=02AUG2022; 

Anticipated Bias Pre-Specified Sensitivity Analysis

PFS Results

HR (95% CI)

Investigator assessment PFS per investigator assessment 0.65 (0.50, 0.82)

Pre-Specified PFS Sensitivity Analysis Showed 
Consistent Treatment Effect 
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Data cut-off date=02AUG2022; 

Anticipated Bias Pre-Specified Sensitivity Analysis

PFS Results

HR (95% CI)

Investigator assessment PFS per investigator assessment 0.65 (0.50, 0.82)

BICR PFS censored due to 
new anti-cancer therapy

Treating new anti-cancer therapy as a PFS event 0.60 (0.47, 0.76)

Pre-Specified PFS Sensitivity Analysis Showed 
Consistent Treatment Effect 
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Data cut-off date=02AUG2022; 

Anticipated Bias Pre-Specified Sensitivity Analysis

PFS Results

HR (95% CI)

Investigator assessment PFS per investigator assessment 0.65 (0.50, 0.82)

BICR PFS censored due to 
new anti-cancer therapy

Treating new anti-cancer therapy as a PFS event 0.60 (0.47, 0.76)

BICR PFS censored due to 
withdrawal of consent or loss 
to follow-up (LTFU)

Treating LTFU/Withdrawal of consent as a PFS event 0.65 (0.50, 0.85)

Pre-Specified PFS Sensitivity Analysis Showed 
Consistent Treatment Effect 
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Data cut-off date=02AUG2022; 

Anticipated Bias Pre-Specified Sensitivity Analysis

PFS Results

HR (95% CI)

Investigator assessment PFS per investigator assessment 0.65 (0.50, 0.82)

BICR PFS censored due to 
new anti-cancer therapy

Treating new anti-cancer therapy as a PFS event 0.60 (0.47, 0.76)

BICR PFS censored due to 
withdrawal of consent or loss 
to follow-up (LTFU)

Treating LTFU/Withdrawal of consent as a PFS event 0.65 (0.50, 0.85)

Actual assessment date is 
different than scheduled 
assessment date

Analysis based on scheduled assessment dates 
instead of actual assessment dates

0.66 (0.51, 0.86)

Pre-Specified PFS Sensitivity Analysis Showed 
Consistent Treatment Effect 
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% (95% CI) Sotorasib Docetaxel

ORR 28 (22, 35) 13 (9, 19)

Sotorasib Achieved Significantly Higher Objective 
Response Rate vs. Docetaxel (p<0.001)


